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Background : Chemotherapy-induced peripheral neuropathy (CIPN) is a common adverse effect in
cancer patients who were exposed to chemotherapy. CIPN impacts on the quality of life and
could delay chemotherapy. The aim of this review was to assess the therapeutic effectiveness of
herbal medicine in CIPN patients.

Methods : Randomized controlled trials (RCTs) were included in this review. We searched MEDLINE,
Cochrane database, EMBASE, CNKI, Wanfang and four Korean databases without restrictions on time
or language. The risk of bias was assessed using the Cochrane risk of bias tool.

Results : Eleven RCTs involving 706 patients met the inclusion criteria. Eleven different herbal
medicines were examined in the included trials. Almost RCTs showed insufficiency in the
reporting randomization method and allocation concealment. One trial used allocation concealment
and a double-blinding method. Five studies reported that participants dropped out of RCTs and
conducted an ‘as-treated analysis’. One trials reported adverse effects of herbal medicine. In ten
of the eleven trials, the use of herbal medicine had shown significant differences in clinical
symptoms or nerve conduction velocity.

*WAMKAL : Bongki Park, PhD, Doctor of Korean Medicine
Department of Internal Korean Medicine, Ilsan Oriental Hostpital, Dongguk University, Gyeonggi, South Korea, 305-811
Fax: +82 42 863 9299, E-mail: sanisapa@hanmail.net, parkbongki80@gmail.com (B Park)
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Conclusions :

The use of herbal medicines for CIPN showed significant improvements in the

management of CIPN. However, conclusions cannot be drawn because of the generally low

quality of methodology and low quantity of data for each single herbal medicine. Further

rigorous trials are needed.

Key words : Cancer, Peripheral Nerve Injuries, herbal medicine, traditional East Asian medicine,
randomized clinical trials, review
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Figure 1. Flow diagram of study selection
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Articles excluded
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; duplicated (n=2)
; no chemotherapy induced
peripheral neuropathy (n=1)
; no herbal medicine (n=2)
; no randomized clinical trial (n=3)
; preventive intervention (n=16)
; inappropriate comparator (n=1)
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Table

1. Summary of the Randomized Clinical Trials included in the systematic review

First

Sample size
(drop outs)

Treatment method

. Adverse
?u;};?)r Type of cancer, Interventions Control (number) Main outcomes Results effects
Y type of (regimen, number) (regimen, number)
chemo-regimen
60 (2) (A) Wenloutong formula (B) Warm water N N
Jia L Cancer of (hands and feet bath with ,  (hands and feet bath without 1. NCI-CTCAE 1. Total effective rate; (A) 93.3% ad 0
(2009) gastrointestinal tract, herbal infusion for 30 min, bid  herbal infusion for 30 min, bid grade versus (B) 32.1% (p<0.01) verse
FOLFOX4 for 7 days, n=30) for 7 days, n=28) effects
P (A) Wen]ln%ml;[nr:ﬁ(ue Tonglou (B) Warm water No
Han F = (hands and feet bath without 1. NCI-CTCAE 1. Total effective rate; (A) 83.87%
@o11) ~ Various types of cancer, (hands and feet bath with .y icGiion for 30 min, qd rade versus (B) 43.33% (p<0.0) ~ adverse
various types of regimen herbal fmfusx/onlfor 30 min, qd for 14 days n=30) > 4 8 2270 (p=U effects
or 14 days, n=31) > '
60 (n.r. §) (A)  Baweiyangmai decoction 1. World Health No
Z:?Sﬁ)x Various types of cancer, (150mL, bld for 8 weeks, ([]SB) (:i\/lcfcob‘gammktablet 30) Organization (WHO) 93. 30/ Toal (céf)cc(u}\ey;at(c,<0)m) adverse
various ypes of regimen =30 mg, td for & weeks, n grade o versus 0207 P effects
1. NCI-CTCAE 1. 1) (A) 0.8%0.9 versus (B)
grade 1) motor 0.8%1.1; 2) (A) 1.4%0.5 versus
- neuropathy; 2) (B) 1.3+1.0 (p>0.05)
31O (A) Goshajinkigan  extract N sensory nguropathy 2. (A) 8.2+7.0 versus (B) 8.9%8.4
Kaku H  Ovarian or endometrial grannule plus vitamin B12 (B) Vitamin B12 FACT-T. (»>0.05)
(2012) cancer, (7.5g per day and vitamin B12; (n=14) - haxane P ..
aclitaxel/carboplatin 1500ug per day n=15 3 vas' (pain) 3. VAS _ score 34%2.7 versus
P P g per day 4. Current 37534 (p>0.05)
perception threshold 4. There is no  differences in
(CTP) CTP grade between the groups
1. NCI grade of
CIPN al effecti .

. (A) LCO7including ~ Herba (B) Placebo compz:chiz(li?emclnncer 17.5.-,1;25;:} sgfr(sfltsw(cBga%éS(%) No
(],"[/;‘1%) 102 a.l(nl'r.)‘ Geranii_lotion (20minutes, twice daily for 7 network guidelines 2 (A)/l/l‘é? = 1L5‘40 versus (B) adverse
21 n.r., oxaliplatin (20 min, twice daily for 7 days, n=32) for adult cancer 2544 % 16.79 (p<0.001) fects

days, n=70) ¥S, 0= (pain) (A) 220 = 2.20 versus (B) ’
NES scale 450 *2.44 (p<0.001)
(pain)
lsyncxgtl‘:gl 1. Total effective rate ; (A)
(A) Liopic acid and vitamin B12 2. Motor nerve 8261% (Veés(;‘BS()B) 60.00%
48 (n.r.) plus modified zhixiaoxuanbi conduction velocity 2. (A) 47 9+2 28 and 47.1%5.11
Chen C Cancer of decoction (B) Liopic acid and vitamin B12 (median nerve, . oo A B =D
> ! L ton . - versus (B) 40.4%5.02 and n.r.
(2012) gastrointestinal tract, (liopic acid and vitamin B12: qd (qd for 2 weeks, n=25) fibular nerve) 38.8+5.16 (p<0.05)
various types of regimen for 2 weeks, decoction: bid for 3. Sensory nerve 3.(A) 42'315-1(3 /Pd 425+5 o
2 weeks, n=23) conduction velocity . L an /')_ -
(median nerve versus 35.7+4.74 and 34.5%5.19
fibular nerve) (p<0.05)
(A) Nebulization of herbs plus L. Clinical
Zhou H 74 (ar) nicotinamide, vitamin B1 and (B) Nicotinamide, vitamin B1 symp.mmm" ;‘)m'n 1. Total effective rate ; (A) 89.5%
(013) (30~40min ad for 20days, 20 days, n=36) hypocschesia s (B 383 (00 nr
n=38)
(A) Wenyangtongbi formula
Wei M Various (())rgeizlf cancer. (hands_ and_ feet  bath vwith (B) Vitamin B12 L I\;E;JECTCAE 1. Total effective rate; (A) 87.88% a dljeorse
(2014) various types of rcgimc;\ herbﬂlﬂ;{nﬁfzwtnla;:[ jg%rg)m, qd (14 days, n=31) versus (B) 61.29% (p<0.05) effects
1. NRS (pain)
2. NCI-CTCAE 1. (A) 2.40%+2.40 versus (B) (A); 2
102 (1) (A) Wenjing  Tongluo formula (B) Warm water grade 435£239 (p<0.01) cases
Lou Y Vari . 3 (hands and feet  bath with (hands and feet bath without 3. National 2. Total effective rate; (A) 75.00%  versus
(2014) arious yfesl [0 Cancer,  herbal infusion for 20 min, bid  herbal infusion for 20 min, bid comprehensive cancer versus (B) 35.29% (p<0.01) (B); no
oxaliplatin for 7 days, n=67) for 7 days, n=34) network guidelines 3. (A) 11.81%13.66 versus (B) adverse
for adult cancer 25.44%16.79 (p<0.01) effects
(pain)
(A) Huangqi Guizhi Wuwu
formula plus mecobalamin
Shen J 60 (n.r.) tablets (B) Mecobalamin  tablet 1. NCI-CTCAE 2. Totaleffective rate; (A) 73.3% No
(2015) Various types of cancer, (herbs; external bath for 30 min (0.5mg, tid for 14 days, grade versus (B) 40.0% (p<0.01) adverse
oxaliplatin qd for 14 days, mecobalamin ; n=30) effects
0.5mg, tid for 14 days,
n=30)
L Ng;g;I‘CAE 1. Total effective rate ; (A)
(A) Herbal formula 2. Motor nerve 95.01% (‘;2350(51)3) 0%
Ke Y 40 (nr) (herbs; external bath for 30 min (B) Mecobalamin tablet cuzndu:iqon velocity 2. (A) 53.9%2.2 and 49.9%2.7
(2016) . n.r. ; bid for 30 days, mecobalamin ; (0.5mg, tid for 30 days, fmecian nerve, versus (B) 46.1+1.3 and 40.2%2.0  n.r.
Multiple myeloma, n.r. 0.5me. td for 30 d =20) fibular nerve) (p<0.05)
o S ! 3. Sensory merve 5 4y 49713 and 44,1429
cu(nig(cﬁ:}: r:/eC[l‘fl)eCltY versus 41.8+2.7 and 36.1+1.8
fibular ncrvc), (p<0.05)
- . + . . . . F .
bid *: twice a day, NCI-CTCAE : National Cancer Institute common terminology criteria for adverse events, qd : once daily, et not
. . 1 . ** . .
reported, tid ‘: three times a day, FACT : Functional Assessment of Cacncer Scale, VAS : Visual analogue scale, NRS™": Numeric

Rating Scale
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Table 2. Quality assessment of the randomized clinical trials

First L Allocation Lz le: Selective
ot SeUEce onccamene  DUPnEoutcome oy Orher bis
Jia L * + +
(2009) U U H L U U
L
I({Z?ﬁ 1}; (random U H L U U
table)
Zhang
X U U H U U U
(2011)
Kaku H
2012) U U H L U U
Jia L
(2012) U U U U U U
Chen C
(2012) 18] U H U U U
Zhou H
(2013) U U H U U U
Wei M L
@ 011 4 (random U H L U U
table)
L
%20 (l)l 12; U (sealed L L U U
envelope)
Sh L
(28? sg (random U H U U U
table)
Ke Y
(2016) U U H U U U

U Unclear risk of bias, H*: High risk of bias, L*:

Low risk of bias.
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